The paper by de Craen et al. 1 and subsequent correspondence 2 have referred to the possible role of endogenous opioids in the mechanism of placebo analgesia, drawing on the study by Levine and his colleagues 3 . Since the article by Levine et al. was published in 1978 it has become clear, however, that the explanation for placebo analgesia is much more complex than that suggested by their study. Using an experimental paradigm very similar to that utilised by Levine et al., Mihic and Binkert 4 were not able to replicate the reversal of placebo analgesia by naloxone. Indeed, they found that the administration of naloxone`increased the intensity of placebo'. In a subsequent study, Grevert and her colleagues found only a partial reversal of placebo analgesia by naloxone 5 and suggested that non-opioid mechanisms contribute.
A brief review by ter Riet et al. 6 of six studies into possible mechanisms of placebo analgesia in man concluded only that`placebo analgesia may exist' and that endogenous opioids`play a role in the mechanism'. Reversal of placebo analgesia by naloxone reached statistical signi®cance in one out of three studies of experimental ischaemic arm pain in healthy volunteers, and in two out of three studies of postoperative pain (including the study by Levine et al. referred to above). The work of Mihic and Binkert was not included. A more recent study by Amanzio and Benedetti 7 has suggested that the mechanism of placebo analgesia may be dependent on the method used to elicit the placebo response, and that placebo response elicited by conditioning has a different mechanism from that elicited by cognitive factors.
In my view, however attractive such an explanation may be, it is too early to conclude that the phenomenon of placebo analgesia can be fully explained by the release of endogenous opioids, and there is even less support for the hypothesis that other forms of the placebo effect can be explained by such a mechanism. texts elaborate on the fact that Philistines were smitten with tumours as follows. In 1 Samuel 5 v 6 the NIV states the Philistines were af¯icted with tumours and the Septuagint and Vulgate expand this point with the words`and rats appeared in their land, and death and destruction were throughout the city' and in v 9 of the same chapter the Septuagint versions expand`He af¯icted the people, both young and old with an outbreak of tumours' by specifying the site of the tumours as being`in the groin'. The Philistine rulers and their priests decided to send the Ark of the Covenant back to Israel, and on the advice of their priests (1 Samuel 6 v 4) provided a guilt offering of ®ve gold tumours and ®ve gold rats according to the number of the Philistine rulers of their cities'. The priests advised (v 5)`make models of the tumours and of the rats that are destroying the country and pay honour to Israel's God'.
It therefore appears that plague with its associated buboes was known in ancient times and an association with rats established. 
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